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Iirt.ir,nts (.\llil)itin{ l)cr)rlici;rl clrrrieal rrrsprrltses slrorrlrl lrc
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Re(luctiotr itr !hc Risk ol Bccr!rrent Suicictrl Bchavior irr
Sclrizoplrrcnia or Sclrizoaf f ectivc Disorders
tll,O'l,r\llll, is irrrlrcrterl lirr rcrltrcrrrit lltr.risli rrl rccurrr.rrl
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('oN t'ttr\INI)I(.1,\'t'loNs
( ll,()Zr\litl,r, (ckrzirIIrcr rs eorrlr:rirrrlierrtIrl irr p;rtir.rrls
srtll r l)fc\'rous lryDr:rscrrsit.rtit.r' t.o g111xx11111,, ot irry rrt.lrr.r
(oIll)or]r.lrt ol llrrs rl|trjl. in llitl.t('il(6 $ itlt rrr.t,r:lrrllroiili,rirl.it c
rlis()t(lIts. rlrcrIrlrolL'rl rpilr'psr'. l):rr.nlvtic il0rrs, or ir lrrs-
t,,f\','l ('1,( )Zj\lil l,-irrrlrr(crI irijtirrrllloc.vl,(,si$ r,r s(:vcrc gfitn-
ulo(\'t.('p(.!riit. As rvil.lr rlt'r't: lt'1lir.;rl itnt.ips.vcltrrt.ic rlnrgs,
(ll J.)l/\ll l l, is Irltrilii(lrcirt.f rl rrr sr:r,ort, cr.il ril lter.\,(,us
s\slfill rlcIt1.sslr)[ ril.(lrnlitt(]s! slth.s lililil ;lD} ciluso.
rll,t)/,;\lill, slrr,trlrl rrrt h, rrscrl srnrrrltrrrrlrrrr..il rvrtir,,llr.r
.rl.:rltt.r ll,l\'uli: ir scll-krrrrrvrr llrlt:rrl.ial l_o c;rrrsr irlJrarrtrlocv_
t()sts or olllr.f\.is(, sul)l)l\\ss ltrn(. ntitrrl)\\' llrrrcl.iorr. .l'lrt,
rll\'(ll,ursrrr ol (:lt)Zr\lill,-irrrltrct.tl rrgrilrrrlrr.r'lrrsis is rrrr-
i\ilo\ril: ilr)nellrr'i('ss. lt 1s l)usslt)lr lllirl. c;lllsillt\.(: lilft(,rs
tnil.\' trrlr!rlcl slrrlrlgist.ic:rllr lr) itr(:reitsf I.ltc tish trrrrl/or se-
\ ar it\ ill l\Ilr iltiI-lrr\\'sullIfr.ssr)lt.

\\i\IININ(;S
Gencral
INCNEASED MOATALITY IN ELOERLY PATIENTS WITH
D E M E NT I A. BE LAT ED PS Y C H O S T S
ELDENLY PATIENTS WITH DEMENTIA-RELATEO PSYCHOSIS
TREATEO WITH ATYPICAL ANTIPSYCHOTIC ORUGS AR€ AT
AN INCREASEO RISK OF DEATH COMPARED TO PLACEBO.
CLOZARILa\ lclozapine) tS NOT AppROVED FOR THE
TREATMENT OF PATIENTS WITH DEMENTIA.RELATED PSY-
cH osrs rsEE rJ0,\'/) lriuiNIN(;r.
AGRANULOCYTOSIS
BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCY-
TOSIS, A POTENTIALLY LIFE.THBEATENING ADVERSE
EVENT ISEE FOTLOWIVG/. CLOZARTL@ (clozapine) SHOULD
BE RESERVEO FOR USE IN THE FOLLOWING TNDTCATIONS:
1 I FOR TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PA,
TIENTS WHO FAIL TO SHOW AN ACCEPTABLE BESPONSE
TO ADEOUATE COURSES OF STANDARD DRUG
TREATMENT FOR SCHIZOPHRENIA, EITHER BECAUSE OF
INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO
ACHI€VE AN EFFECTIVE DOSE DUE TO TNTOLERABLE AD.
VERSE EFTECTS FROM TIIOSE ORUGS. CONSEOUENTLY,
BEFORE INITIATING TREATMENT WITH CLOZARIL@
(c,oznpirrcl; lT lS STRONGLY RECOMMENOED THAT A
PATIENT BE GIVEN AT LEAST 2 TBIALS, EACH WITH A OIF.
FERENT STANDARD DRUG PROOUCT F^T TE}JIZOPHRE-

:>ut\.[)/\r. utt r/\vlut{ lN P,/\ | ll-fl i :; \lrl I | | !LHlz(Jt,Ht{,. ril
OR SCIIIZOAFFECI;VE DISORT]fR WHO ARE.,UDGED II .

BE AT IIISK OF BE.EXPERIENCING SUICIDAL BEHAVIOR
CLOZARIL,:I! {clozapine} lS AVAILABLE ONLY THROUGII n
DISTRIBUTION SYSTEM THAT ENSURES MONITORING Oi:
WHITE BLOOD CELL {WBC) COUNT AND ABSOLUTE NTU
TROPHIL COUNIT (ANC) ACCORDING TO THE SCHEI]UI.T
DESCBISED BELOW PRIOR TO DELIVEBV OF THE Nt:Xi
SUPPLY OF MEDICATION,
AS DESCBIBED IN TABTE 1. PATIENTS WHO ARE BEIi\](.
l REATED WITH CLOZARILaI, lcloznl)inel MUSI HAVE /i
BASELINE WBC COUNT AND I\NC BEFOT]E INITIATION OI

TREATMENT, AND A WBC COUNT AND ANC EVERY WI:[(
FOR THE FINST 6 MONTHS. THEREAFTEB, IF ACCEPTAI.JI-L
WBC COUNIS AND ANC {WBC .:3500/rDnr'r atrd ANC
.-:2000/nrrt:') HAVE BE€$l MAINTAINEO OUBING THE FInST
6 MONTHS OF CONTINUOUS THENAPY WBC COUNTS AND
/TNC CAN BE MONITORED EVERY 2 WEEI(S FOR THE Ni,X I

6 MONTHS. THEREAFTER, IF ACCEPTABLE WBC COUNTI;
AND ANC {WBC-:3500irrrnr' an(l ANC =2000/rililtr) tt/,VL
BEEN MI\INTAINED DURING THE SECOND 6 MONTHS OT

CONTINUOUS THERAPY. WBC COUNT AND ANC CAAI BT

MONITORED EVERY 4 WEEKS.
WHEN THE/\TMENT WITH CLOZ.AAILh lcloznDincl lS DIS'
CONTINUED IREGAROLESS OF THE REASONI, WBC COUNT
AND ANC MUST BE MONITORED WEEKLY FOR AT LEAS T 4

WEEKS FROM THE DAY OF DISCONTINUATION OR UNTII.
WBC .:3500/nrrD:r /lND ANC ! :2000/nrrn:r.
A g ri t r u locyt o s is
Backgroutrtl
A{Jranulocytosis, dclinccl as nn ANC of lcss thnil 500/r}rl',
Itns been ostirlatcd to occur irr associotion witll CLOZAnILilI
lclozapincl usc ot a cu rrlJlntive incidcncc ot 1 ycar of approx-
inlatelv 1.39o, based oI thc occurreocc of'l!r U.S. cnscs oul
ol 1,743 poticnts cxposcd to CLOZARIL(t lclozapirre) <lrrr ing
its clinical tcstirrg prior io donreslic nrarkctitrg. All ol tirrse
cnsc5 occurred at a tirlrc wllen tlle nced lor closc tnonitoring
ol WBC coun(s was llrcady rccogrizcd. Ag.artulocytosis
could prove lotnl il trol detcctc(l cnrly o[d tlrerilpy itrtur-
rupte(1. Of thc 149 cases of agrnnulocytosis reported worl(J
widc irr .rssocintion with CLOZARlLa0 lclozarrir)c) u5c ns ol
Dccc|rbcr 31, 1989. 32',i wcrc lotal. However, fcw ol thr:sc
dcdths occrtrre(l since 1977, at whiclr tirire thc knowlc(lgc ol
CLOZARILl& (clozapinc|'irrdrrccd Jgrnnulocylosis llrcnfire
niore wi(lr:sl)rcild, an(l closc ilronitoring ol WBC r,o(ttrts
ltorc widclv t)r.lcticcd. ln tllu U.S., un<ler a weckly WBC
count nronitoring systcnr witlr CLOZAIIILO {clozaPincl,
thcrc lt.rvc been 585 cascs ol agranulocytosis as ol n lrgusl
21, 1997; '13 wcrc tot.l l39i'1. Dtrrirrg this period 150,i00 t)r-
ticnts rccuivc(l CLOZARILG' (clor.rpirrel. A he|r.rlololyic risk
nilalysis wfls conductc(l blsctl trllon tlte available irrlornrr.
tior in tlre Cloznrilili National Rc0istry (CNRI lor U S. pr.
ticrts. Bflsc(l upon a cut-oll date of April 30. 1995, tl,q irci.
(lctrcc rartcs ol a(JroilllocVtosis baserl ltl)on a ivcokly
rrronitorin{l sclrcdule,.ase stect)ly drlrin! llle lirst two
nroDtlts ol thcrnpy, perking in the thir(l nronth. nIrong
CLOZARIL(i {clozapioe) pa(icnts who cotrtirrue(l tlrc (l rtg be-
yon(l the tlrir(l rrrorrth. thc wcr:lly irrcitlcncc of agra|ulocy-
losis lcll to a sul)sta|lial de!1rcc. Aller 6 nrontlrs, thc wcckly
irrcidcrrcc of .rgranulocytosis declincs still lurthcr, lrowever,
al Dever rcachcs zcro. lt slroul(l l)c trote(l lllat rny type ol lc-
ductiotl ir the lre(lucrrcy ol nro[itorinq WBC couols nny ic-
sult irr dn increased incitlcrrcc ol agralulocytosis.
Risk Factots
Expcrierrcc lronr clinical devclopnrent, as well as frorr ex.
orilplcs in tlrc rrrudical literirture, suggcst ihat patients who
lrave developed ogranulocVtosis during CLOZARILLtit

lclozapincI llrerapy are at increased risk of subsequcll e!)i-
so(les ol agranulocylosis. Aralysis of WBC count dntn lronr
lhe Cloznrilo Nntion.l BcUistrv (rlso suUgests lhat polients
who hilvc a[ irritial episode of nroderate leukolrenia
{3000/nlnrt :.WBC r:2oOo/nilrrjr} are at nn irrcreased ilsk ol
subseqrtent cpisodes of agranulocytosis. Excopt lor Itonc
Inarrow supprcssiorr during initial CLOZARIL(i (clozaDinel
tlrcropy, thcre nrc no othcr estnblished risk lactors, basrld orr

worldwidc exl)cricncc, for the (lcvelopnrenl ol agranulocy'
tosis in association with CLOZAnIL(0 (clozapinel use. How-
cvcr. a dispropoftionate nurrrber ol tlre U,S. cases of agrdrril-
locytosis occrrrred in patieDts of Jewish background
conrpared lo tlre overall proportion of such patienls exposed
durint (lomestic develoDment ol CLOZARIL@ lclozat)inel.
Most ol the U.S. cases of ag.anulocytosis occurred within {-
10 wecks ol exposure bul neither dose nor dutation is o re-
li.lble predictor ol tlris probleril. Agranulocylosis associnted
witlr otlrer anlipsyclrotic drugs lras bcen reporlcd to occut
witlr a 9rc.1ter lrequency in women, the elderly arrd irr pa-

lients who are cachectic or lrave scrious underlying nledical
illoess; such patients may also be at parlicula. risk witlr
CLOZARIL{} {clozapine), although this has nor beetr defi-
nitelv demoilstrated.
WBC Couttt artd ANC Mottitoring Scltedule
Tablc 1 provirles a surnnrary ol thc lrcqucncy of nronitoring
that should occur based on vnrious stnges ol therapy 1..0,
initintion ol therapy) or rcsults lrorrr WBC count ilnd /\NC

nronitqring lests (e,9.. nroderale leukopenia). The tcxt thnt
follows should be consulted for ad(litional dctails feg.rr(litrg
tlrc treat,Ient of potients under thc vorious conditions {c.g..
Sevcre leukopcrria).
Paticnts should be adviscd to report irrrnrerliately the ap'
pcaralce of lethargV, wcakness, lcver. sorc throal or nny
otlle. signs ol infection occurring at anv titrre (luring
CLOZARlLitir {clozapinel thcrapy. Such polients sho!l(l have
il WBC coun I and ANt: 

'r{ 
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Patiertr (lisconti,rued lronr CLOZARIL(D lclozapinel therapy

due to signilicant g.arrulopoietic suppressiotr lrave been

louIcI to develop rrgrnrlulocYtosis upon rechallenge, often

witll d shorl er latencv oo re'exl)osure. To reduce the cllances

ol rechallcrrqc occutrittg itr Patietrls wlro have experiellced

signilictIt booe trrarrow strppression during CLOZARIL'O

lclozapirrc) tllernl)y.. single, natiotral trla5lcr lile li.e, Non'
rcr;hallengeable Database) is nraintained conlidentially.
Treatnlent ol Rechallengeable Palients
P.ticnts nray l;e reclralletrged with CLOZARIL(O lclozapine)
il their WBC count does rlot lall below 2000/mrn'' and the
ANC (locs rrot Inll below 1000/trrnr:r. Howcver, anolysis ol
data l,onr the Clozarilro National BellistrV suggests lhat pa-

tienls wllo lravc an initial episode ol Inoderate leukopellia
{3000/nrrrr" r,WBC:?000/nrnr:'l have up to a l2-lold in.
,;reased risk of h,rvi|g n subscqueilt episode ol agtanulocy'
tosis when rcchallenged compnred lo the full cohort ol pa-

licilts trcrtcd wilh CLOZARILO (clozapinel. Although
cLOZARIL(o lcloznpitrcl thcrapy rtray be resumed if no symp-

tonrs ol iDlectior dcvelop. ond wlren llre WBC count rises
nbove 3500/nrr'r and thc ANC risos nbovc 2000/nrnlr, pre-
scribcrs a.c stroogly adviscd to consider whetller the bene'
lit ol corliIuiIg CLOZASILOt lclozapinel lreatment out-
wcighs tlrc incrc.rsed I isk ol agrlnulocytosis.
Arralyscs ol the Clozotila$ Naliontl Registry have shown an
irrcrcased risk ol lravi[g a subsequent episode of gtanulo-

l)oietic sul)pression up to a year afler lecovery lronr llle ini'
tial epirode. Tlrcrelore, as nolcd in T6ble t above, patienls
nrust urdergo weckly WBC count and ANC nronitotitrg for
orre year following.ecovery tronr an cpisode of nroderate
loukoperria and/or nroderate gt.rulocytoperria.egardlessol
wher the episode develops. lf acceptable WBC counts and
ANC {WBC :3500/nrtrt;r and ANC 22000/mmrtl have been
Inaintained (luridg tlre year ol weekly nronitoiing, WBC
counts cir be rrronitored ev€ry 2 weeks lor the next
6 nrorths. ll acccptiblE WBC counts ond ANC
IWBC .:3500/nuri'and ANC 22000/nrnrrrl continue lo be
nroirrlained tlurirrg the 6 nronllrs oI every 2 week nronitoring,
WBC counts carr be monitored every 4 weeks thereaher. ad
infinitunr.
ltl te il q) l io n s itr T h eH py
Figure 2 provirles iIslruclioIs fega.(ling reirritialing thetapy
.rrrd subsequcntly the lrerluency ol WBC count and ANC
nronito.ing nltcr a petio(l oI inten uptiorr.
lSt'r' figtrrr. ? ;rt. lrrl of pa13r 2 ll{? |

Eosinotrhilia
lrr r'lrrricirl triirls, l'r ol Prttit:rtls rlelt'hIrrl (xrsirrrltllrliir.
tlrillr. ir rilr(, (irsrrs. r:rrr hc strlxt.rntill. lf a dilli,rr:rrlial
crrrrrrt retc:rls rr Lrrl,rl cosirrrphil c({rnl irlx}vc 40(}l)/rnrrt'.
(il,oZr\llll, tlrlrrrpy slrrrrrlrl lrc irrl.crrrrplerl unl.il th(: r'lsin-
ouhil crruttt litlls bclrrrv iJ(Xl(/nunr.
Se izu res
Scizure has beerr estinrated to occur in association with
CLOZARIL use at a cunrulative incidence at one year ol ap.
rrroxinlately 59;, based on the occurrence ol on€ or nrote sei-
zures in 61 ol 1,7 43 patienls erposed to CLOZARIL during its
clinical testing prior lo donrestic markeiing (i,e., a crude rate
of 3.5%1. Oosc appears lo be an irrrportant p.edictot ol sei-
zure, witlr a greater likelihood ol seizure al the higher
CLOZARIL rloses used.
Caution should be used in adrnirristering CLOZAFIL to pa-

ticnts havirg a lristory of seizures or othef predisposing
lrctors. gccausc ol the substantial .isk of seizure associaled
with CLOZABIL use, Datienls should be advised nol to en-
gage in any ictivity whefe sudden loss ol consciousness
could cause serious risk to thenrselves or others. e.9., lhe
operalion of complex nrachinery. driving an automobile,
swifl nring, climbing, etc.
Myocarditis
Post-nrarleting surveillance dato lrom lour countri€s lhat
employ henatological nronitoring ol clozapine-treated pa-

lienls reveoled:30 rcports ol nryocarditis witlr 17 tataliti€s
in 205,a!3 U.S. patients {August 2001 l; 7 reporls ol mvocar.
ditis with 1 f.rtality in 1 5,600 Canadian patients lApril 200 1 1;

30 reporls of rtryocarditis with 8 latalities in 24.108 U.K. pa-

tienls lAugust 20011; 15 reports ol myoca.ditis with 5 tatali-
ties in 8,000 Australian patients (March 1999). These reports
represenl a|l inci(lencc of 5.0, 16.3, 43.?, and 96.6 cases/
100,000 pdtiEnt.y00rs, r05pectivoly. Tho nunrber ol latalities
feDresent an incidence ot 2.8, 2.3. 11.5. and 32.2 cases/
100,000 pati€nl-years, respectively.
The ovcrall incitlerrce raie ol nryocarditis in patients with
5clrizoplrreni.l treated with antipsychotic agents is ur-
known. However. for the established market economies
(WHOl, thc inciderce ol nrvocarditis is 0.3 cases/100,000
Iralieot-years nnd !lre latality rate is 0.2 casos/100,000
pnlicnt-ycars. Thcrelorc. (he ratc ol myocarditis in



clozapine-treated patients appears to be l7-322 tinles

great;r than the general population and is associated with

in increased risk of fatal nryocarditis tlrat is l4-161 tinres
qredte. than thc generol poprrlatiott.
ihe tot.rl reDorts of nlyocnrditig lor thcse lour counltics wfls

82 of which 51 162%) occurred within the first nrooth ol

llozapine treatnrent, 25 131 %l occu.recl after tlre litst nronth

ol lherapy and 6 l?%l were unknown. The nredian duralion

of treatnrent was 3 weeks. Of 5 patients rechallengcd with

clozapine, 3 hod a recurrence of myocarditis Of the 82 re'

oorts, lf (l8%l we.e fatal and 25 patients who died had evi-

rlence ol myocarditis ot aulopsy, These data also suggest

tlrilt the iDcidence of tatal nlyocafditis nray be highestduring

lhe lirsl nronth of lher.py.
Therelore, tlre possibility ol nlyocardilis should be consid'

ered in palients receivirrg CLOZARIL who p(esent witlr un-

explained latigue, dYspIrea, tachypnea, tever, chest pain' pal-

pilations, other signs or symptoms of h€arl failure' or

clectrocardiographic lindings such as ST-T wave ablrortrrali-

iies or arrhvtiinrias. lt is not known wlretlrer eosinoplrilia is

n reliable ptedictor ol nryocat(litis. Taclrycar(lin' wlrich has

been flssocioted with CLOZARIL treatnrelrt, h05 also been

noled as a presenting sign in patients with mYocarditis'

Therelore. tachycardia during the lirst nlonth of therapy

wa.rants close nronitoring fol otlret signs of nryocarditis'
Pronrpt discotrtilrtlotion ol CLOZARIL lrcalnrcrlt is war'

ranted upon suspicion of tDyocarditis' Potlents witlr
clozapirre.relate<l nlYocarditis should not be rechallenged

with CLOZARIL.
Oilrer Advetse Cardiovascrrlar and Respiratory Elfecls

patietrtsl, collapse cat; be l/' olound aod De lcconrpdrrruu uY

icspir,rloryan,i,'o.cardiac arrert OrlhostatichyPor'irsionis
niore tit 

"iy 
to occut during inilidt titraiion in association

with rapid 
'dose 

escalation and may even occur on first dose'

In one report, initial doses as low as 125 lrrg wefe

associaterl'wirh collapse ant! tespilotorY atrest' Wh€n re'

statling patietrts who have lla(l cven o briel ilrtc'vol oll

CLOZABIL. i.e.,2 daYs or nro'u since lhe last dose' it is rec-

o,t,,,tuta"a lhat ircatnrent be reinitiated with one'half ol a

25-nrg tablet 112.5 nrgl oncc or lwicc daily /SeeDO'521(;t'
AA'I) rll),lIINIS7' It/l'l' I ( ) N. I"Some 

ol tfre cases of collapse/respiraiory arrest/cittdiac ar'

test during initial ttcatnlcnt occt"te(l in palients w[ro wetc

f"iig-uJ;i.ittntnd benzodiazepines: similar evenls have

been"reportecl in pati€nts taking otlrer psychotropic drttgs or

.t"n CLOZARTL bY itsetl. Alttrough it lras not bem estal)'

fi"fr",f tf-a tlrerc is on iotcroction between CLOZARIL and

benzodiazepines ot otlrer psychotropics' cautioll is advised

*ri"n 
"roiupin" 

it initiatcd io potients taking a benzodiaze-

pine or any othcr psYchotropr(' dru0'
il':rcltvcrtrtliit. rvttich tltlt lrc : ttsl;tttterl' lt;ts alstt lrct'Ir t'tt

;;,:;i i" ,'1rf,:,,*in,,,t.1" 2t'ri .f litticrrL< l'rkirrA
('t,O7.,\lilt,. rstlh lrirlit rrls lr;rvittg rtr ilv(:rilg(f lllcrcils(' llr

nulr,, ,,,t.t,tl ltt'll, l,1r"t.'l'lrtr srtst:trlted Iaclryr:lrrtli;t is tlrtl

sit.rulv " rcllcx rrrsp.drsq lo lt.ip'rl"rrtrsiotr' atrd is prcsenl ltt

r,ii ti,' titi,,tit rn,,trit,r,'tl. l'lillrr:r t;rllrvcrrrli;t rrr lt1'Iol"ctrsirrtt

,tt,, r' ,r,,*" ,, *"ti,,t,s ri slt [or a rr i ttrl t vitl ttirl rtt t ll crrlllpft)lllls( (l

rrrrrlirrllsculitt litttt:t,irrlt
.\rlrrr,,r'rtv,,t(lt,(,7,r\llll,-lr''rrlltll)irti"lrls(:\l)eti"rrclli(:(;
tt trrllrriz,itlirnt r'lt;rrrlJr's sttrril:rr'l'r [ltos" st t:tt wllll otlrlll illl
i i,l.tlr,,'i i.,rt:,,*-.,i.1,,,1"'g Sjl' st'grrrorrL tlcpr'' rsirrn .rrtl

llll.L.lr,,,u,,r ilt.l, , siotr ol l rr lrrr:s tlllir'lt ;rll rlortlt:tltzt itltt:l'

;i;.;;;;;;;;i;;'i;;',;irtt,rtz,rtrtt,'l'l,t'r:linit:itlsigtririt:attcc'r'
tlr..*,r al,.,,g,t* is tttrclt:rt llowevtlr, irr clittical lrilrls rviLlrOrtllostatic hypotension with or withoul syrrcope coI occur

wittr CLOZARIL trealnrent atrd nray represellt o Gontlllutng

Si tu ation

Table 1

Frequency of Monitoring Based on Stage ol Therapy or Fles!lts f'onr WBC Gount and ANc MonitorinqTcsts

Henratological Volues lot Monatoring Frequency ol WBC and ANC Monitoritrg

Irrilialion of 1'lrctaP-r' lVllC : :lli-)O0/rtrrn'
nN(: i:.l0llt)/nrnr"
Nolc: I)rr not, irritirl+ itt palictrl.s rvilh
I ) lrist.ory of tttvcloprnlili'rat"ive disorrft:r tr'
'J l Cl,OZn lt I l,,rr' (clozapinc )-itttlttu:rl
lgranrtloclLosis rtr grrttttlocytopettiir

Weehly lirr (i rrrotltlts

l,)r,crI lJ rvccks li,r {i rrotrl,lls
ti Nlotrt.hs- l2 iVlonllts
of'l'ltcrirpY

r\ll rcsulls lirr
Wll(i :.: ill-r(Xl/nr nr'r arr<l

r\NC l?000/rnnr:'

l'lvcry'l qt:chs :trl ittlitril'tttrt
| 2 trlorr(.lrs ol 'flrer:rp1 All ilisult.s li)r

Wl|( I - :ill-r()0,/runr' arrrl

r\N() :20(X)/nrrnl

NIA Ih'lxirt \\'llC rrnd ANC
I nrnrirture l'irrtrs
Itrcsctrt

f)iseotrt inuitl iolt,'I
'l'lrcrirpt'

N.'i Wr..l(lv f"r irt l'sl I rtceks ftrrrlt rliry rrf 
.

.tl..,r,iii,r,,,ttl,,"," rrnl il WIJC ;--'il5(l{)/nrrrrrl

ind AN(: :'200{)/r:,nr"

SrrhsLrrrl,irl l)trrp irr
NllC or AN(l

Sittglc L)rop rrr ()ttrlultl.ivo I)rol)
rlil.lrir il Wct'hs of
Wll(l .i::l(X)0/rnnt' or
ANC r: I irO0hunr''

llcuc:rt WllC alrl AN(l
If r:cgrcrrt valrr,.,. rrrr. jlOOtl/nrmr :'Wll(l
, :tii)tvrunr" 

",,,l 
ANr I ..:2tl(r{)/mnr:r, l,lrr:rr

ntotr i tor trvit:tr rvt'ck lY

L
2.

i\l iltl l,t'trhrrlxrttir :il-)00/rBtrr:l
rncl/trr

?{)tX)/tn nr'l

'W LIL: r: ii0{X)/rrrr'l

-AN(l ,r: l5{Xl/tnrt

'lVicc rvq:klv trntil WllC >'ll5(X)/rrrrn:t

an(l i\N(l :'2000/nrrn:rtlrcrr rcLuur t() prcvlrus

rrrortilrtritrg firrlttotrcY
i\l ilrl ( itlrrul(tvl(rl)rli!il

Nlrrlcrttrr l,trukoPcrtilt

Nlorleratc
( iranulocYl oy't t tit

1J000/rrrrnj >W llU :20{)t)/rurI'
ittld/or

ll-r00/rnnr] >Ar\C .: I000/ntnt'

l, lrrl,trrruttl, lltlrtrPY
2. I)rrly rrirl,il \Vli(l 'il0ll0/rrtrn:r:rrrrl AN(i

| 5(X)/rrrnr:t
ii. 'l\icc rvuckly rrrrl,il WllC >ilir00/nrrn" antl

ANC >'2000/rrtrn'l
4. I{iry rcchallcrrgc whcn WIJC >'i}51}0Anrt'

rrrrd AN(i >2(X)0/rrrnt'
5. llrcchallr:rrgcd, nronitorweckly li'r I ycar

bclrtrc rel"trrrritrg to Lhc usual nloltil'oritt;1

sclrctlulc ol cvtlry 2 lvecks lor 6 molltlls iltrtl

tlrt:tt cvtrry'l wct:ks lrrl irrlinil'url

1'::'.'.l':'l'l:fl"'

tl tartu lrrr:Ytopertra

\Ylt(].:i(X)o/nrrn'
rtttrl/ot

AN{:. lt}00/n!rt'

l. Discortlirruc lrcalntcntand do not

rt:cltallcttt:c Da l"icrrl"

2. )lorriLor rirttil ttortnitl itttd firr ul lcirst 4

rvccks fruBt dav ttftliscontittuuhtlt as

follorvs:
. Daily un[il Wl]C >J(X)0/nrnrrrartd ANC

''ll-r00/rrrnrr
. 'l\icc rvcckly rrnlil WllC :'3!'r0ll/nrtnr;rtrrl

AN(.: .,?000Annr''
. \vccl<ly aftcr wllc :'3500/nrrn:'

i\grauuloc.viosis AN(l J500/mnl' L l)isconl,irtue trcatnrctrl, alld do rrol'

Iccllitll(!nge Pnl i0nt
2. M'nil,ortrtrlil n(njrrtrl ilnd fs1;r: least 4

rvrrks frrrn di'.v oftliscontinualtrlr as

lrrllorvs:
. t)irily urrtil Wll(i >:i000hilm:r ilttd ANO

lll00hrnr;l
r'l\vice rvccl. ly unt i l WtlC >i]50(l'lrrlm' an(l

ANC >200{lAnnr''
r ril/pgkly nfl,.r Wll(i ;'lll'r0O/nrnt"

., Nhite lrloo(l crll eorrnt.: AN(1. llrsrrltrt.r: trcul.rrrIhil crrtttrl

ti,,t.'"ttiiyiiitt,"" and suddcn dcnth' ln arldiLiott' llterc

ii 
" 
;; il; ; ;;; ;" a rkc l,i n A'c lor ts or m';t"".":#*llbtXtl

li:i ri:::r;lrll'ri'ill' 1i liillf 
:[li*F*\1:,,,:-

i*::li::i:i:,liiiil,,[l;iri:';n]li: *li l"rll*:*;

i-i[in,, mtl,*tiri iitlir:tii*',"lru
It'Iii:ilffi *; ;,'l',,;ll'11;';l i llli:lil' :,:'l;:i::illllil 

" 

i:.

, ;rrclirllv rrl,,'r'rtctl.
iyp"rgiycen,ia und Diabetes Me
t1.,..','l.,,nri;r ittsrrtttr'c:rsr'st'tltcttrt;lrtrlirssrr'i;tlrrlsilll
i.,i1,,,,",ir"i-,',:rr."1r'r,rsrrr,litr rrrnrir rrt rl"itl'h. lrrs h'eli re-

:';'; ;;;; t;' rr:rl icttl.' l re:tl rtl rvith rrlvlicrrl anl ilsythot ies.irr-

liiilti';''1'i"i.i;tAiil1,,\*""**"'n"t nl tlre rt:nriutship le-

t\r,r'tr;ll\'!rl(illiltlllps\'clllrllcllsr'itttrl;Jlttroscltlttr'r'ltralilir:s
li'',l,ll'i'i,1,'i,:,,'i;r'111,' llxsil,rlitr ,,l ittt ttxreitscrl I'rnk'

1r,,,,,t,1' r,*li,rl rli;rlrl cs nrcll itrrs in P"ijt:ttt: Ytttt. "lll],':1:
,,t,-',,i,, ,,n,1 l,lrr' Incro;rslllg ttlcirlcttct'rtIrlialx'lrs nlclllLtls

i"',i',',",',:r,'lrrrrtrrl;rliort (iivcrtLhesccrrrfrrunrlers'l'lrcre-

i:i,l:;l;ji'l';"i',i-J;',,;,;i;t"..r anrrpsvclroric rsc, anrl

i,tln"t*ill,,'',tr,i-t "rirtc(l.arivtrsc 
cvt'nl's is il)t' urmpletclv.rn-

,tnr'*t,inil. I lrrrvr:vct" cpitlcrniol'rgical sturlics strggtrst att tn-

crr,;rsrrl rtsk of I't ("ll tnctrl,-f lll('l'gcnl' hvPcrglyct'ntil-t:!]:d
,,,1r.'r",','",,rt" iI lrirtirllts trcal'crl witlt tlnr alvplcal anll'

:;;;;'i;;i'.t'li,,r'i.,' ri*k t'stitrr;tlcs lirr hvpcrglyt:ctnia-

l:li';."i;;i ",'';;. ':rrL\ 
irr l)ill irrrl"s t.crrl rrl wi[lr al'ypicnl an'

l.i lsvclrll i.s rt r(l t rrl, it va i llhlr:'
i;i'i;."'ll'*iiit ,"' r'sl:rblishcrl rliagrrrsis oIrlialx'l"csrrr:llil'us

rvhrr rtil strtrlrrl rtn atvpicrtl lrltiPs.ycholic$ sllrtrll(l il! InoN-

l0rrrl r0gttl:trlt' lirr wrn'scniltll ol clttcosc coltlr(rl l'ilLlcnF

,rj,,f, ,i*i. lar:lrrrs lirr dialx'|,'s meliitus {e g , olnsity' farrily

lristorv ol rlinlr'l,csl \(llo :1rc sl'Art'illg Lrciltntrllll wlLtr fl[yPl-

,rrl rrrrltt,*v, ll,rlics sltrtrtlrl rttrtltlrgrr l^sting l)lorxl.glilcltsc

t.cst.irrc ;tl Lhe lrgtlrrting oI troatntenl' trn(l ltcrlo(llcally

fi",ij.i 1,:,,,,i',t"'it.l\nv rriitiunt t'c-rtcd rvith 
1tlpl."^,l..L'*

:il,i':,il -l;;;i;i i,,' nioniLnre'l firr s.vmptonts. of .hvper-
rlycr.nrin irrclttrlitrg polvtlipsia. polyuila' Poly-l)ha[1fl ',lllxl
."r',,1.,,"**. l':tlilrrl,s who tlcvr'ltrp sylnptlrtns ol hyperglyce-

Irrrir rlrrrittg I r|irLrrrcrrt $ith al'ypical onl'ipsych"u"" :tlT1:
rrrrrlcrurr [a.slitrA blood gltrcose tcstittg' In 6lnnc-cflscar nJ-

rrertlvcerniir lrits rcsolvcd wltcn [llt alypical alltlpsycDotlc

,u,rs tiiseottl irttredl llrrwevct, sontc pal'icnts requlrcd conun'

$ilt irrr rtfitt ttt<l iah('l ic trcfll'lllclrl' (lcspitc discotl['llruauolr ol

lhc strsl)ccl (lnlg
Neuroleptic Malignant Syndrome INMSI
A rrrl.cnt.ial I v fal rl svnll)l otlt (omplrx sonlol itnes re[crrcrl l'o

i"'1t1,',,."1"1tri" Maligrrant Syttdrttmc tNMS) lras h'cn rc-

,,,,,"",i i,t,'rss,,cii,l.i,in rvi t'lr rrrt'ipsvchoLic drugs' Clinicnl

rrrrrrik st.rrt ions of NMS arc lrypcrpyrcxia' muFclc nglolr-v'

;rlt eil'd nrctrl:t I stat us atld nvidctre o[ilul'onolnic rlrstal)lllLy

iirr:"*"f "i' 
pulse tr rrkxxl prcssurc, Iachymrrli:r' rliaphore'

srs. il0(l c:rrdilc (lysrhytltntias)'
:i:iri',iio*'.*ri" 

""llrration 
of paticrtt's wil'h this syndrontc is

.,'itt"ii."i,,r. lrt arrivirrg trl' i dirgtrrsis' it' is inrportant to

irlcritr l\' cas,'s rvlrerl t hc clirrical prcsctrtati(nr I ncludes rror

scriorrs tttt'rlital illrrss tc g. pnctttrtonia' systcmlc Inlcc-

ti,,,r-.rlt.,irtrtl ttttl"rtral,crl rrr itlalltr;ttittcl.v trcrtc(l cxl'rflPy-

,,,,,,irf ,tt "iatt* 
antl sylrpkttns (ltltS)' Other imporl'ont con'

r,,i,:i-,ii,t"i i" ,i," ,li{icrc'rrial rliagnosis includc ccnl'rul

ilnticholirrcrgtc krxicil,v' lrcat stroke' drug lcvcr alld prl-

nrarv cenlrrl trcrvous systeln (CNS) pat'hoklgy'

'l'b,,iri,rti,*rrlx,ttt of NN'lS slrrtukl inclnde l) inlntedta[c uts'

",tt,tlirt"ti"" 
of antipsychoLic drugs and ol'hcr (lrugs il'l'

,.-",'irii,rr t,, .un",,rr",,t therapy, 2i intcnsive sympl'ontatic

I.r(:irl,trrctlL lrn(l trlcrlical morritrrring. and :l) trcal'menl'ol any

crnrc(,nlrl,;ltrL scrious mcdical problcms for wlllcll spcclllc

i,.',it..,,,tt* lrt: avlilrblt'.'Ihcrt: is tlo gcnertl agrelrnrcnl'

;;lu,(iI stxtcilic plrrrnracologicnl t'rcltmcnl ltgim(xts lbr un'

conrplicrl.txl NMS
ii:,,'it,,i*itt r",,,titcs arr[tpsrt:itol'ic drrrg tr(';rhnent sflf, r re-

trrvrtv lirrut NMS, the prrl,cnl'irl rcillLrrxluctlon r'l (lrug

i.i,.":,ii'" -it,'.r,r rt" c;'ru[t,ilv c"nsidcrul' Thc patienl'slxrukl

ir"'.tiitft,rr1' nntril.orcd, sittcc rccutrctrces of NMS have

lxx:tr rt:Prl lctl.
i1,"r" h"uu h,tnn 

"cveral 
reporl'ctl ctses ofNMS in patients

r,',-'itrt'* rii,oinrilL ulnno ur i" 
"t'*bination 

with lithium

or otlrer CNS-activc agcnts.
TardiveDyskinesio ''
f,*yn,t, utuu .nu*i*t ing of pottntiallv imversitrle' involttn'

L,rrv- rlvskirrcl"ic movcmcnts nlay develop in patlent'6

ircltcrt *'rth anlrt)sychotic (lrugs Although thc prcvalcncc

,,f ti*'"yuAt:,rn,,t n1ip"a.s t t b" higtrest'-among l'hc clderly'

,r"lr'.iliiv ,,l,lcrl.y tuorneu, il, is inrpossiblc t'o relv upon prev-

,riirr"o- 
"itintnt"" 

to prodict, al, t'lrc inccpLiur of trcal'nrcn['

which pnt.ir:nt-s artr likcly ln dcvcft4r thc syttdmntc' 
- -. --.-

Thcte arc scvcrrl rcasons for predicting that CLOZARIL

n,"u i," ,lift"t"ut frottr oLlrcr antipsvchoLic drtrgs in-its po-

t"niial f,,r inducing tardivc dyskincsia, including l'hc prc-

.iini,:ll tin,lins thiit it hne fl rclill,ivdy weok dopnminc'

l,locl.ing,,ff :ciand l,hc clinical linding uf a viltual-nbr'r:ncc

nf c"rt.,rin ilcrrl'o ctlrapyrnnlidal syrnptoms, e g" dysl'rrnia'

r\ lisv r':rs,rs of Litrditc rlysk incsia havc beell rcportcd In PB-

i.ienr* ou CLOZAIIIL who had been prcviously trcal'cd with

ol,her anl.ipsychotic agcnts' so that a causal telationship

cannol, bc cstablishcd. Therc have bcen no feporl's of l'ar-

rlivc dvskirrcsin tlircctly nttribulable to CLOZARIL alonc'

Ntrvrrilrclttss, il, cattnol bc conclurled, willrout nrore

t'slcndorl "xp.tricnc"' 
thal Cl,OZAttll' ir incnpnblc of in-

drrci tt( | his sYtldrtltrtl.



L,,plnil fvl0r0r L\llrlnlcs 0l t;uIlul.rtr!$ Irr0l]allilrtv 0l i
Signilicant Suicjde Altempt 0r H0spitalirali0n t0 pr€ve;l Suicide.
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Tintc, illonlhi

ilr.ills Ii)r s(lti/r)l)1il1'r1iit. (,illtrr.l)rriItsc r)l insulli(ifr]l rl.-
Irjctr\'('l('ss or tir(: irrirl)ilit\.to irchicvt,irrr clTcctirr.rlose drrt,
to i rrl rrlcrablc :rrlversl ellccts lirlrr l,lrosc tlrrrgs. (.St, ll_il/iN
/,\r(;s. /
'I'lrc cflcc{rrtrrlss'}f (ll,OZi\llll, ln il It1,ir(llctrt-rcsisl,itr)t
sehiz0phrerric poprrlirl.ion \\'rs (l(.ntonsl r;llcrl irr a {i-rr,t cl<
sttt(ll corrl)irt1[l] ('1,()7,r\lill,rrrrrl ehlorl)r1)tIIZirr(.. i,;r(i{,It!
rrrcct.irrg l)Sll,lll r.r'rlrrrtr lirr sclrizr,plrrcrriir rrrrrl lr;rvitrll ir
tnotrrt lll)llS lollrl scorr' rr( {jl rrTrc tlerrronslrlr(.rtl lo |t,
1r{.illrlletrt r('stsliutt l)\'ltis((rt.\ iIr(l l)\,()pflr. l)rosl)(.cti\,(,Ir-r'rlrl('llt u rtir lrrrIr,lrerirLrl lrt.lirre cnLt:rirrg inIo IIrc tLrrrblc_
i,lirrrl plrrrso rrl tlrr.slrrrlr.. 'l'lrc srrlx,riori{r,,,1 (,1,()ZAllll, lr)
chlorptorrr:rzrrrr \vils (l0cUllt(,il1r\l iI stitlisticill rrlrlvscs
r.rltlr1,,\'tlj lr'll, ,,rtlil,'r.rr.irl .,nrl ,.,,ltllIllr,u! 01,,;r-ul:: 0l
t|rittlrcnI r'floct,.
lJcCrlrs(. ol-tllf stlniliciu)t l.tsli ol irArarulo(.r.tosis ilrtl st,i_
rl11.. (.\t\nts rririclr lrrrtlr presenl a rolllinllitul r.ish ot,cr
Lr nrr, I llc {)\l on(lc(l tt.cal llrcn l. ol'l)il l,ic11t.s lili I I trij t{r sllo\v iln
acccpl.lble lcvcl of clinical rf$pol)sc slrouki or:tlinaril-1, lrt:
avoidcrl. Iri adclition, tlrt. rrcccl lirr continrrirrg trcirl.nrcnt in
l)ill.rents ('\lril)itilrg lrcrrolicial (:lir ic:rl fcsponses slroulrl bc
pcriodicallv re-r'v:tlrrrtrri.
Reduction irr the Risk of Recu.rent Suicirlal Behavior irr
Sclrizophrenia or Schizoaff ective Disorders
LILOZARII, is intlicatc<l lirr rt.rlucrrrg thu risl< ol rcr:ur.rcrrl
srrititill lrt'lrin iol irr Pat.it'rrls rr il.lr sr.lrizolthttrriir or.sclrrzrr
ir{iec(ir,c rlisorrlcr. rvlro arc.jurlgcri (o lrc :rt t:lrronic risl< I.rr.
t r.-erpcr'rr'Ieirr. *tricirlirl belt:rr.ior', i);tscd 0tr llist0r.f iIltl t.(,_
clrrt clirrical st:rlc. Suir:irial belt;rvior rcfors lrr irclions hl rr
l',rtr.rl lllirl I'uls ll|il lrr.r-r.ll .r( r.isli lirr tlL.irtlr'l'lrc clli:ctivr:ncss o1 (jl,OZi\liil, irr rlrlrrr:ing tlrc r.isk ol rr,_
ettrrctrl. srtititl;rl h'ltirvirtr wiis (lfiloltst.t.ill.c(l 0\,(,f il Z-!(.ltf
lri.rllrr.fff lrr.rir,rl irr tlrr. lrriIr'Sr.l'l 'l'r i:.lt:t,.( ltnr,rtl:l\.itt!
I)ot<t rrnrltr Cl,lNI()Af, PI It\ftivl,,\(:OLOG)'/.,l.hcrclirrc,
(ll,O7,r\ltll, trcir(nrent. (.o r.erlucc llro risli ol srricirlll lr.lrar.-
irrt 5f1,,,,1,1 lrc cotrl.irrrrerl lirr rrl. lt:irst 2 ycirr.s tst, I)():it\(;1.)
. \I lr,.\/)JI/N/n-7'/r',.\7lONr.
'l'hcprescribt't sltotrltl|l'lrrr':rrr,Ilrat.;rnrir.j.ril.v.lpilti(..|,s
in lrot.li 1r'cirlrrrcnl i{rolll)s irr Inler.Scl)'l' n,icivrirl olhur
tlrirlltcnt.s ils \r(!ll l,() r.cdtrcr: srricitLt r.ish. suclt its:tnti(lc-
I)l('ss;ulls il|(l r)lltor ntr.tli(aliorrs. ltospit.irlizirlion, arrrllor
l)s\'(llr)tllflol)\'.'l'ltc conl.r.ihrrtions rrf tlrr.sr. itrlrlitiorral rlc:r-
s(rfts ilf(! un li[()\\'l],
( I O N'l'lL\ I NI) I Cl,Yl'I O r"S
(ll,OZl\llll,il, {clozill)in(,1 is trrltrlinclicirtcrl irr pirl.icrrts
\\,rtll it l)r(:\'ious hypcrst,rrsitivtl,l, to clozitpinc or trlt r)tllcr
(r)ltl)oncnt ol'tlris rllrrg. in ;rir{.icrr(.s litlr rn),clolrrolifelirl.rvq
disorrlcls, urrconlrollr:d cl)il(,pst,. pirril.ylic ilcrrs, or a lris_
torr ol ('1,()Zl\lil l,-irrrlucerl lgrirrrruo(:ylosts (,r s(ivcro gfill_
ll,n:,..f ,ltll,]li ^: As rvi t.h nrr,r.t: r.yt)ica l nntipslchr,tic dr:t, gs,
CLOZr\ltlL is cr)ntritil(iiciltetl r1 scycrtr cctrt.rill rtlr\,(,lts
sJ-stf nr rlcprf ssion ()t. (r)llltt()sc sta(cs li.ou nrr), cnu,\c.(ll,OZ,.\itll, slrotrld not Ic rrscrl srnrllLlneotrsly g,itlr 1t.lrrr
irll('tll.s ltivillg ir \roll-ktroren prrtr:rrl.ial t,o carrsc irgranulocy-
l()sts or olhor\\,ic(! slll)l)rass l\rrrc rrirrrol lirrrLirrn_ ,J'hc
rrctlrirrrrsrl o{' (:l,OZAlill-intluccri irgrirrruLrcl.{.osis is rrrr,
Inrrrrrr: i]orrolltelcss. it is irrlssitrle tltat c;rus:ttirr: lirclors
11il.v il)lorrcl svncrgisl.icrllr lo incrctso llrc risk anrl/or sc-
\'af lt\' r)l l)OnO lltit t l1)\\. slll)pltsstOr).

\YruTNIN(;S
G eneral
INCREASED MOBTALITV IN ELDEBLY PATIENTS WITH
O E M E NT I A.R E LAT ED PS YC H O SE
ELDERLY PATIENTS WITH DEMENTIA.RELATED PSYCHOSIS
TREATED WITH ATYPICAL ANTIPSYCHOTTC DBUGS ARE AT
AN INCREASED RISK OF DEATH COMPARED TO PLACEBO.
CLOZABILti, (clozapine) lS NOT APPROVED FOR THE
TBEATMENT OF PATIENTS WITH DEMENTIA.BELATED PSY,
CHOSf S /SEETO XED tftUtN I N G ).
AGSANULOCYTOSIS
BECAUSE OF THE SIGNIFICANT HISK OF AGRANULOCY.
TOSIS, A POTENTIALLY LIFE-THREATENING ADVERSE
EVENT /SE€ FOtL OWtNc).CLOZARtL(n {ctozapine) SHOULD
BE RESEBVED FOR USE IN THE FOLLOWING INDICATIONS:
1 ) FOR TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PA-
TIENTS WHO FAtt TO SHOW AN ACCEPTABLE RESPONS€
TO ADEOUATE COURSES OF STANDARD DRUG
TREATMENT FOR SCHIZOPHRENIA. EITHER BECAUSE OF
INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO
ACHIEVE AN EFFECTIVE DOSE DUE TO INTOLERABLE AD.
VERSE EFFECTS FROM THOSE OBUGS. CONSEOUENTLY.
BEFORE INITIATING THEATMENT WITH CLOZARIL6,
{clozapine); lT lS STRONGLY RECOMMENDED THAT A
PATIENT BE GIVEN AT LEAST 2 TRIALS, EACH WITH A DIF.
FERENT STANDARD ORUG PBODUCT FNN SCHIZOPHRE.
NIA,ATANADEOUATE DOSE.AND FOB.r.r., :.,, .,. :r,riOU-

-
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SUICIDAL BEHAVIOR IN PATILN'I's WITII SCHIZOPHRLI\II..
OR SCHIZOAFFEC'I-IVE DTSORDER WHO ABE JUDGED T(!
BE AT BISK OF RE.EXPERIENCING SUICIDAL BEHAVtOR,
CLOZARIL@ {clozapine) tS AVAILABLE ONLY THROUGil ri
DISTRIBUTION SYSTEM THAT ENSURES MONITORING OF
WHITE BLOOD CELL {W8CI COUNT AND ABSOLUTE NEU-
TROPHIL COUNT (ANC} ACCORDING TO THE SCHEDULE
DESCRIBED BELOW PRIOR TO DELTVERY OF THE NEXi
SUPPLY OF MEDICATION.
AS DESCRIBED IN TABLE 1, PATTENTS WHO ARE BEIN(]
THEATED WITH CLOZARTL@ (ctozapine) MUST HAVE A
BASELINE WBC COUNT AND ANC BEFORE INI'TIATION Or,
TREATMENT, AND A WBC COUNT AND ANC EVERY WEEK
FOF THE FIRST 6 MONTHS. THEREAFTER, IF ACCEPTAtsLE
WBC COUNTS AND ANC (WBC .:3500/mnr:r and ANC

=2000/nrnr:r) HAVE BEEN MATNTATNED DUBtNc THE FtnST
6 MONTHS OF CONTINUOUS THEItAPY, WBC COUNTS ANI]
ANC CAN BE MONITORED EVERY 2 WEEKS FOR THE NI:XI
6 MONTHS. THEREAFTER, IF ACCEPTABLE WBC COUNTS
AND ANC (WBC>3500/nrnr:r and ANC >2000/mtrr:rl HAVE
BEEN MAINTAINED DURING THE SECOND 6 MONTHS OF
CONTINUOUS THERAPY WBC COUNT AND ANC CAN BL
MONITORED EVERY 4 WEEKS.
WHEN TBEATMENT WITH CLOZARTL(a (ctozapinel tS DIS-
CONTINUED (REGARDLESS OF THE REASONI, WBC COUNT
AND ANC MUST BE MONTTORED WEEKLY FOB AT LEAST 4
WEEKS FROM THE DAY OF DISCONTTNUATION OR UNTIL
WBc :-3500/nrnr:r AND ANc ::2000/rilnr:r.
Agranu locytosis
Backgrounc)
Agrarrulocytosis, definecl as an ANC of less llratr 500/nrnr:',
lras been estinrated Lo occur in association with CLOZARIL(n
(clozapine) use at a cunrulative incidcnce at 1 year o, approx-
imalely 1.3%, based on lhe occurrence of l5 U.S. cascs out
ot 1,743 paticnts exposed to CLOZARIL@ {clozapine) cluring
its clinical testing pfior to donrcstic nrarketing. All ol these
cases occurred at a tinre when the need for close rrronitorinq
ot WBC counts was alrea(ly rccogIized. Agratrulocytosii
could p.ove lotal it not detected enrly and tlrerapy intcr-
rupted. Of tlre 149 cases of agranulocytosis reporled world
wide in ilssociation with CLOZARTL@ (clozapinel use as of
Decelrber 31, 1989,329i, were fotal. However, few o[ these
deaths occurrcd since 1977, at whiclr tinre tlre knowledqe of
CLOZARIL€l (clozapinc),induc€d agranulocytosis b{:canre
nlore widospread,.lod close nronitoring of WBC.rounts
tltore widely practiced. In thc U.S., unrler a weekly WBC
count nroniloring systenr willr CLOZAIilL\D lclozapine).
tlrere have becn 585 cases of agranulocytosis as of nugust
21, 1997: 19 wcre fatal {39i). Durirrg this period .150,400 pa_
ticnts ieceivcd CLOZARILC' (clozapinc). A hematoloqic risk
onalysis wos corrducted ltased upon the available intornra_
liotr in the Clozaril(} Nalional Registry ICNRI lor U.S. pa_
lienls. Ease(l uporr a cut-otl date of April 30. 199S, the inci-
dcnce ratcs of agranulocytosis lrased UpoD a lvcckly
nronitoring schedule. rose stecply during lhe li.st lwo
nrontlrs ol therapy, peaking in tlre third month. nrilonq
CLOZARIL'r' iclozal)inel patients who corrtrnuetl tlre tlr urr bcl
yon<l the tltird rrro[tll, thc weekly itrcirlcrrcc ol agrn,ruiocy-
tosis fell to a substantial degrce. Atter 6 nronlhs, tlre wceklv
irrcidence of dgranulocytosis dectincs still lurtlrer, howcver,
rt never reaches zero. lt should lrc noted lhat any tyDe of re-
duction in lhe lrequerrcy of nlonitoring WBC counts nay re-
sult in an increased incirlerrce of agratrulocytosis.
Risk Factors
Experiencc fronr clinical developnlent, as well as fronl ex-
arrrplcs in the nredical literature. suggest that patients who
lrave developed agranulocytosis rturing CLOZARIL6T
{clozopinel therapy are at increased risk o, subsequent epi-
sodes of ngranillocylosis. Analysis ol WBC count data lronr
tlre Cloza.il(l National Registry also suggests that patients
who hdvc arr irritial episode ol tloderate leukorrenia
{3000/mnr:r 'WBC :-.2000/nrnrr) are at an increased risk ol
subsequent episodes of agranulocylosis, Except for bone
marrow suppression during initial CLOZABIL0) lclozapine)
tlrerapy, lhefe are no othcr established risk factors, based on
worldwide expcricnce, for the developnrenr oI ogranulocy,
tosis in association with CLOZAR|L@ {clozapine) use. How-
ever, a disproportionate number of the U.S. cases ol agrarru-
locytosis occurred in patients of Jewish background
compared 1o thc ovefall proportion ol such patients exDosecl
during domestic developmenf ot CLOZARIL@ (clozapinel.
Most ot the U.S. cases ot agranulocytosis occurred within 4-
l0 weeks of exposure but neither dose nor duralion is a re-
liable predictor gt this problenl. Agranulocytosis associaled
witlr otlre. antipsychotic rlrugs has been reported to occur
wath a greater lrequency in women, th€ elderly and irr pa_
lients wlro are cachectic or have serious underlyiig medical
illness; such patients may also be at particulnr risk with
CLOZARIL€J (clozapine), altlrough this has not been tlefi-
nitely demonstrated,
WBC Count and ANC Monitoring Schedute
Table 1 prqvides a sumntary of the trequcncy ol monitoring
that should occur based on various stages ol therapy 1c.9.
initiation of theropy) or re$ults lronr WBC count and Af\tC
monitoring tests (e.g.. nroderate leukopenia). The text that
follows should be consulted ,or additional details regnr(lilg
the treatment of patients rntder the various conditions {e.g.,
severe Ieukopenia).
Patients should be advised to report imnrediately the ap-
pearance of letha.gy. weakness, lever, sore throat or anv
otlrer signs of infection occurring at any time (htring
CLOZARIL0i (clozapine) therapy. Such patients shoutd hav;
a WBC rgunt and ANC ;": L,rnred pfomptly.
lS',,. i,:,. i .it lxrtlorr',.. , :.,r11r,1

Consult Table 1 above lo delernritre how to nronitor patients
wlro experience decrements in WBC count and ANC at any
point during treatment. Addirionally, pationts should bo

It the total
below bone marrow
sidered to

il granulopoiesis is deternrined to be deticient. Should evi-
dence of intection develop, lhe pali€nt should have appro-
priate cultures perlornred and an appropriate anlibiotic
reginren instituted.
Patienls discontinued from CIOZARIL@ lclozapinel therapy
due 10 significant granulopoietic suppression have been
found to develop agranulocytosis upon rechallenge, otten
with a shorter latency on re-exposure, To reducethechances
of rechallenge occurring in patients who have experienced
sigrrilicant bone marrow suppression during CLOZARIL@
{clozafiine} therapy. a single, national nraster lile {i.e., Non,
rechallengeableDalabasel is nraintainedcontidenlially,
Tre at trre nt of Rectt all eng eabl e Pat ien ts
Patienls nlay be rechallenged with CLOZARIL@ (clozapine)
if their WBC count does not fall below 2000/mm:r and the
ANC does nol fall below 1Ooo/mmr. However, analysis ot
dala lrom the Clozaril@ National Registry suggests lhat pa.
tients who have an initial episode of moderale leukopenia
{3000/nrnr'r >WBC>2000/mm3} have up to a 1z-lold in-
r:reased risk ol having o subsequent episode of agranulocy-
tosis when rechallenged compared lo lh€ tull cohon of pa-
tients treated with CLOZARILO (clozapinel. Atthough
CLOZARIL(At (clozapinel therapy may be resumed il no symp-
tonrs of infection develop, and when the WBC count rises
nbove 3500/mnr:r and the ANC rises above 2000/ntnrr, pre-
scribels are slrongly advised lo consider whether the bene-
tit of continuing CLOZARIL@ {clozapine} tieatment out-
weighs lhe increased risk ol agranulocylosis.
Analyses ot the Clozaril6} National Registry have shown an
ancreased risk of having a subsequenl epasode of granulo-
Doietic suppression up to a year after recovery from the ini-
tial episode. Therelore, as noted in Table 1 above, patients
nrust undergo weekly WBC count and ANC nronitoring for
orre year lollowing recovery lronr an episode of moderate
leukopenia and/or moderate granulocytopenia legaadlessot
wlren the episode develops. ll acceplable WBC counls and
ANC {WBC >3500/sp:t and ANC 22000/mmrrl have been
rrrairrtaitred during the year of weekly monito.ing, WBC
counts c.rn be nronitoted ev€ry 2 weeks for the next
6 nrorrths. ll acceptablE WBC couots and ANG
{WBC =3500/nrnr:t and ANc >2000/mnr:r} continue to be
mointained during lhe 6 montlrs of every 2 week monitoring,
WBC counls can be monitored every 4 weeks thereafter, ad
intinitum.
lnteftttptions hr Tttenpy
Figure 2 provides instructiorrs r€gar(litrg reinitiatingtheaapy
and subsequenlly llte tlequeDcv o, WBC count and ANC
nronatoring olter a period ol interruption.
lScc figurc 2 al. lop o[pago 2lf{71
Eosinoplrilia
Irr r:lirrical tri;rls. lrri ol pirl,icnls rlt.r'ckrpcrl txrsinopltilia,
rvlriclr, irr rtrc cascst r:arr bc substatrti:rl. lfa diflcrclrl.ial
G\lll revc'rl( l tol,al trrsirrophil cotrnI rbovc 4000/nrrn'r.
(ll,OZAIlll, llrcr;tpv slrorrlrl bc irrltrrrrrDl.crl unl.il l,hc txrsin-
rrpltil coutrl lirlls lx'lrrrv jl(t00/rrrnt 
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Seizures
Seizure lras been estimaled to occur in association with
CLOZARIL use at a cumulative incidence at one year of ap-
pfoximately 5%, based on the occurrenco ol one or more sei-
zures in 61 of 1,743 patients expos€d to CLOZARIL during its
clinical testing prior to domestic marketing {i.e,, a crode,ate
of 3.5%1. Dose appears to be an important predictor of s€i-
zure, witlr a greater likelihood of seizure at the higher
CLOZARIL doses used.
Caution should be used in admitiistering CLOZARIL fo ps.
tienls having a history of seizures or other predisposing
factors. Because of the substantial fisk of seizure associaled
with CLOZABIL use, patients should be advised not to en-
gage in any activity where sudd€n loss of consciousness
could cause serious risk lo themselves or olhers, e.g., lhe
operation ot complex machinery, driving an automobile,
swamnring, climbing. etc,
Myocardilis
Post-nrarkeling surveillance data faom tour counlriss that
employ hernatological monitoring of clozapine.lrealedpa.
lients revealed: 30 reports ol myocarditis with l7 fatalities
in 205,493 U.S. patients (August 2001 l; 7 .eports ol myocar-
ditis with 't fatality in 15,600 Canadion patienls (April 20011;
30 reports ot tnyocarditis with g tataliries in A4.108 U.K. pa-
tients (August 2001); 15 reports ot myocarditis with 5 tatali-
ties in 8,000 Australian palients lMarch 1999). These reports
represenl an incidenoe of 5,0, 16.3, 43,e, ond 96,6 casos/
100,000 patiBnt.years, rospoctivsly. The nuthlrer of latslities
represent an incidence ol 2-a,2.3.11.5, and 32.2 cases/
1 00,000 patienl,years, respectively.
The overall incidence rate ol myocardilis in patients with
sclrizophrenia treated with antipsychotic agenls is un-
known. However, for the established market economies
(WHOI, rhe incidence ol myocarditis is 0.3 cases/lo0.ooo
palient-years and the tafality iale is 0.2 cases/100,000
patient-years. Therefore, the rate of rnyocarditis in
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clozapinc-treated patienls appears to be t7-322 times
greater than the general population and is associated with
an increased risk ot falal nlyocnrditis that is 14-161 times
!realer lhan lhc gcncrol poltulatiolr.
The tolnl rcports of rrryocorditis lor thesc lour counlracs wns
82 ol which 51 1620l.) occurred witlrin the first nronth of
clozapine trentnrent,25 (319o) occurred after tlre fitst trronlh
ol the rapy and 6 l7%l were unknown. Thc trredian driralion
ol treatnrent was 3 weeks. Of 5 patients rechallenged with
clozapine, 3 hod a recurterrce of myocarditis. Ot ihe 82 re-
ports.31 {38%) were fatal and 25 p.tients who died had evi-
dence of nryocarditis at autopsy. These data also suggest
thilt the incidence of fatal nryocarditis ntay be highest during
the firsi nrontlr of lheral)Y.
Therefore, the possibility of nlyocarditis slroultl be consi<l-
ered in patients receivirrg CLOZARIL who presetrl with un-
explained latigue, dvspilea, trchypnea, fever, chest pain, pal-
pilations. other signs or symptoms ol heart failure, or
clectrocardiographic findings srrch as ST-T wave alttrortrrali-
ties or arrhythnlias. lt is not known whether eosinophilia is
a reliable predictor ol nryocar(lilis. Tachycatdia, wlrich has
beer ilssociat€d wilh CLOZAHIL treatnlent, hos also been
rroled as a presenting sign in patients witlr myocarditis.
Therefore, tachycardia dtrring the lirst nronth ot therapy
warranls close nronitoring tot otlrer signs of nlyocarditis.
Pronrpt discontinuation of CLOZABIL Itcalnrc[t is war-
ranted upon suspicion of tnyocarditis. Pnlrents witlr
clozapine-,elated nryocarditis should not be rechalleDged
wirh CLOZARIL.
Otlrer Adverse Cardiovascrrlar and Respiratory Eftects
Orthosl6tic hypotension with or without syncope can occut
with CLOZABIL treatnrcnl and nray reprcsetrt a contirruiog

patietltsl, collapse caF be 1,, oluund ond be acconrpanled bY

respirnl ory an(:/or cardiac arrest. Orthostatic hYPotF'rsion is

nrore likely to occur during initial titration in associatioh
with rapid dose escolation and may even occur on first dose.
In one report, initial doses as low as 12.5 nrg were
associated with collapse and respiratory arrest. When re-
slarting patients who lrave ha(l even a brief ilrlcrval off
CLOZARIL, i.e.,2 davs ot moro since lhe losl dose' it is tec-
orrtnrendccl lhat trealnrent be reinitialed with one'half of a

25-nrg tablet 112.5 nrgl once or twicedaily (See DOSAGIi
A N I ) tll ) I I I N I S'I' I0l'l' I 0 N. )
Some of tlre cases of collapselrespiratory arrest/cilrdiac or-

rest during initial treatnlcnt occutle(l in patients who wele
being administetcd benzodiazepines; similar events have
been reported in patients taking other psychotropic drttgs ot
cven CLOZARTL by itsell. Altlrorrgh it lras trot bcen estab'
lished tlrat therc is .n iotcraclior betwecn CLOZARIL and
benzodiazepires or other psyclrotropics, cautiotl is a(lvised
wlren clozapine is initiated in patients taking a benzodiaze-
pine o. any othcr psyclrotropic dru9.
'litchycrrtliir. rvhiclt ntrl lle :ittstltittctl, ltlts also lxrrn olr-

seltr.,l irt irIltr,rilrrirlclr' 2t'; of l)irti('11t" l.rl<irrt
('1,t,;,.\lill,. srtlr Irirlrlrl. l,rrrrrrl;;rrr itslr;rgl'ittcrcitsc ltt
t)ulsr: r;rl.(r (|l lO-lr'r lrt)rrr.'l'lrrr srtslirrtteli llclrycirrrll;r rs ttttl
sitrrplv :r rt:llcx rr'sp()rlsli lo lt.1'p,rtcttsiott, illl(l is Pr(:sflll. lll
all gx,r;itiorrs nronitor{'d. llit.lrr:r tirclryr:arrlir or lryltol,cttsitrr
rl;r! posc il soriotls ri sk lbr atr i rtd i virltilrl rvi t lt srnrproln is(\l
eirrrlior';rscul;t r lttttt:l.torr.
,\ rrrrrroril,t rrl (ll,OZ;\llll, lrclletl l)iltiotrlscxi)critrrt(r'li(:(;
rft)olilrizill.iort clrilrrt:('s sitllililr lo l,llosr'sr:rltt lvitll ot,lr{)rilll
l,ips.lrltol,ic rlrrrgs. irrr'ltttlirrg Sjl' sr:ltttorrl, drlptr:rsirttt itrr<l

llrrl,tcttirrr:or irrv.r'sirrtr r,l'l rrirrt:s. s ltir:lr:rll ttornrlrlizrrilllr:r
rlisttrrl.rttuirl.ion ol (ll,OZ;\ltl l,.'l'lt<' t:litricitl sit:tri li<:atrcc ol'

Llrcsc ehitrr;1r's is trrrtltitr. llowcvt:r', irr clitrical lriills rvitll

Situat io n

Table 1

Fretluency of Mooitoring Based on Stagc of Therapy or Results tronl WBC Count and ANC Monitoring Tcsts

Herrratological Values lor Monitoring Frequency of WBC and ANC Monitori,tg

\\rllC :ili-r00/rrrnr''
AN(: :il{}t)(l/rrrr:'
Nolc: l)o rrol. init.iillo in pirt.icrrt.s $itlr
I ) hisl orv of rrryeloprol i lcr al,iv(' d isor(l(!r ()r

2) ( I l,()ZAIt Il ,rr' (r:lozrrpinc )-inrl rrtr:rl
.r6r.r rrrrlocl I.rrsis,rr Frillulocvlol)ouill

Wcclily lirr (i ttronthsI nil iiri ron r,['l'lr' r rrPr,

ti Nlont.lrs - 12 lvlon(.hs r\ll r(\ulls li)r
of 'l'lrcr;rptr WIl(l :::ilt-r0()/nrnL'arr<l

.,\N(1 .:ZtXl0/rrnr"

Ilrr:ry 2 rvttks lilf (i nlorrl,lls

l2 l\lorrtlrs ol 'l'helrrlrl t\ll rrisrrlt.s lor
\\tl i( I :ilir()0,/tnrrr' rrrrri
:\N(i:2()Ot)/rrrruI

l'lvr:rv,l ur:clis rr<l irr{irril,trnt

i rrnrirturc liottrts
I'rcsctrl

NrA lh'pcirt. \\'l3C rrnrl ANC)

nisc0[( irruill.iorr r,l
'l'lrcrirpr

N',\ Wttkl.v for al l, 'sl 4 rvecks ftltn tlly of
disc,rrrti rr rrirl,iorr ol unli l WtlC :-:iJl-r00/nnr:l

and AN(i .2000/r;,rn'

Sulrstirrrt.iirl l)trrgr itr
\VllC or AN(l

Sirrl:le l)rop o'(irrnrul:rtilc I)ro1r
rlil lrir ii \\t ehs rrl'
Wll[] .':i](Xl0/rnnrrt ttr
ANC : 11100/rnnr:l

1. ll.cpcrl. WtlC alrl ANo
2. Il rcDcrl valrrc1, rr(! :1000/mm' .-\Vll(.1

r jlil()0/rrrnr:r rrl,i ANt i .,:2000/mrr], Llrctl
tlronil".rr tNicc w(\rl(lr

i\lilrlla'trliolx'rriir jll-r0O,/lrttt"WLl(
irlr(i/or

i\lilrl (ir;rrrrrlocvtoIr'rrr[ ]0()Or'rrrnr'r -.AN(l

: i]0(lO/nlnr''

: lall)(r'nrr)r'

'lViu' seckly trntil WlJO >':|5(X)/trrrnrr

rrrrrl AN( i -2{X){)/nlrr'r tll(!r) re trtrn tu pmvi(rlrs
nronil.oring lir:rqrrcncy

ii,;J;,;,;;'
(;rrnu loc.yt ope t r iir

ittldlor
1 500/rnnr't >ANC ..- t000/nrnr'l

Nlrtrloriltf lrrukopcni;r 1i000/rrrrrr'' -.WllU.,:200t)/rrrrrr" l. lrrl,t:rrupl, l.lrr ir 1r.y

2. l)aily rrrrtil NllC :'1t000/nrnr'' irrrrl AN(l
l a)(X)/mnf'

il. 'l\iu: rvt:ekl.y rrrrl,il Wl](l >iJ500/rntr'rrntl
ANC :;'200()/rrDr''

4. Nliry tcclrallcrrgr: wlrcrr WllC ;'ili-r0O/rnnr''
rrrrd AN(l )'2(X)0hrnr''

5, lI rcctrallcrrgcd, rronil,ot wcokly ftrr I ycirr
bclirrc rr:trrrrring l,o thc lrstral nrottitotitrg
sclrcrlrtlc ol'cvcry 2 rveeks [or (i trolltll$ itr)(l
t.lrcrr cvcry 4 urxrks arl irrfiniLurn
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Li ra rru lorl't.openra

Wlt(l 2{)00/rrrnrrl
rl ll(l/{)r'

r\N( l 1t)00./rrrrrr'l

l)isqrrrtirruc I rcll,nrcnt arrd do trot.
ruclrlllcrrgc potir:nt
Nloni{,or rrnl,il rr)rtDil and for: ul lcitsl,4
rvccks fronr tla.v ofdiscontittull.run as
lirl I orvs:
l)ailv trrrtil Wli(l -'3(X)0/rnnirarrd ANC
''ll-r00/rrrnril
'l\icc wrlkly rtttl.il WllC :.ir500/orrrrr and
nN(l ..2(X)0/Drnr''
Wcckly aft.cr WllC ;'iill00/rrrrn'

,\grir n ulocvi osis AN(l :500/nrnr'' L l)iscont.inuc l,rcatlucnL and d{, ;()t
l ocllill lcilgo pal icnl

2. Morritorunl.ilnornrll itnd for;r: lcast y'

rvrrks lrom dlr i' of il iscont,inull iott ts
lirllows:

. l)irily rrrrt.il \Vt|(l >1i000/nrrn'lnd AN(j
I li{X)/nrnr''

. 'l\vicc rvcclly unlil WllC >l|50(l'lrrrrl' anrl
ANC:'200()/ltrnr''

. Wcckly afl r WB(l ;':li)()0/nrnt'

\\'lt(l,-rr'lrilelrloorlcrlltorrrl.:AN(l alrsolrrl.r.rrcrrt,rophilcorrrrt

tltitt cvtrtri.s. rlr( lrlrlrt)ll lsolrr'llrl( ( lr'lr"l( r, "l)t)( rr tll'r' ":f'rl (

tion, arrlrylhniils and suddcn death. ln addition, t'here

havc bccn-trosL-rnarkcting rcports of corrgcstivd heatt fail-
rrrc. p,r'icat'di|"i", and pr:ricarrlial effusions. Causalit'y as-

""ssrrr,:,rt 
rvrs tliflicult. irr nrrny of tlrcsc cascs becausc of

sclious urtt-qxisl,itr[ (]rxliac clisclsc and pllusiblc
:rllerrr:rt.irjc c:rrrsr:s. llare ins[ances ol sttrltlctr rlcntlt havr:

lrtrr rclrtrllrl irr psvclrialrir: p;tl,it'trl.s. wilh or wil"hout'

rrssrx:i:rl,rrl rrrr l r psllfirl ic rl rtrg I rcatnrt:trl,, itnd I ltl: rr:lrt'ion-
ship ol llrcsc t'rrrttl,s kr ittrti-ps1r'lrolic (lrtlg tlsc is utlktrowlr'
(ll,i)Z/\ltll, slrrrrkl lx' ttstrl rvi{lt tirttliott irt p:rlictrl's wil'lr

hrrorvn c;rrrlior';rsr'ttl;rr itnd/,rr ;ltltnolrrty <listlase, lttll lhtl
rr.rr,rtnrcrtrl;rliott lrr 1;rirdtral Lilrlrlirrr ol llrslr sltrrrtkl h'
lirrr,lirllv ol,s rvetl-
Hyperglycenria and Diabetes Mellitus
| | r lx.rglrrlrn i;r. i tt sottrt' crst's t'\l lltrrc ir ttll ilssoeirll'tl wil lt

krloatirlosis or hvtcrrtsntolar crlnit rtr tltlath. has lrt'er' re-

poll.t'tl itt ltitlietrls trt';tl,ctl rvith alvpicll anlipsvdrolics.in-
clrrrlins (ll()ZAllll,. r\sscssnretrl o{i Ihe rr:lationslrip lte'

I s ctrr ;r tr'Iicrt I a trl i pst t hrrt ic rtst' it tttl gl ttcostt nhlttnrttalititls
is rlrrrpiii,rtcd b.y l.lrc prr.rsihility ol:tn ittcrcrstxl bitch-

prrrrnrl risk o{ rliitLrtrlcs nrcllitus in paliotts wil'h sdrizo-
plrrorri;r irnrl l,hc incrt:asirrg ittcitlctrcc of diahtrtcs nlcllitus
irr I lrr: gcrrr:r;rl lx)l)lrlirt.ioo. (livoll l,hcsc confrrundors' l,lrc re-

lir{.irrrrship ll:tttctt at-vlticitl arrtips.yclrtl,ic lrsc and

h1 purgllcentiir-rclatcrl adversc cvt'nt^s is noI utmpk:tcly ttn-

rlerslrrxl. I lorvr:q'r. t'lritlcntirrlogi<'al stutlics strFftrsl' atr in-
cr,irserl risii r{ l,rcal nrttnl-entcrgcnl, lrypcrgl.yr:enria-rclatcd
iulrr:rsc rrrtrrtt.s irr t)al.icrrts l.rcatcd wit,h thc at.vpical anti-

lrsvclrol.ir:s. I'rccisr: tisk tstinlfll.cs lor h.vpcrglycentia-
ir,lalcrl ittivt'rsc cvrrtrl,s itr pal.it:trl"s tt'c:rkrtl wil,h alypical an-
l,i rrsrtltoLics ;r rt: r rol, a va i llblo.
l)al icn t.s rvil.h an cstablisherl diagnosis ofdialx:lcs nrt:llil,rrs
rvho lrt: slltrt.r:d on atvpical arrtipsychotics should lxl nroni-

Iorcrl rcgtrlirrlv lirr wrl'scnitrg ol glttcosc clrttlrol. l)alicnl,s
rvillr risl< lirr:lors lir diabt'tcs nrellilus (tr.g.. obtrsity, lanrily
historv ol tliabchs) rvlro atc sl,artitrg Lr(:atnrollt wil,lr ntypi-
cal irrrlirrsvcltolics sltottltl rttrtlrlgo firsting bkxxl glucosc

l.osl.irg ilt. thc bcginning of l,reatnrcnL and pcriodically
rlrrrirrg lrcrl rrtctrt. Any paticnL t,rcated rvith atypical anl,i-
ps.vr'lrrl,ics slrrrttld lrc nronil,oretl lor symptonts of lrypcr-
gllrlnria irrr;lutling pol.ydipsia, polyuria' polyphagia, and
rrcirl<rrt'ss. I'rlirn|s whtt <lcvclop synrptotrrs of h.yperglyce-
uria drrring l.r{fltnrent *'ith at.ypical antipsyclrol,ics slrould
rrrrtk'rgrr faslitrg blood gltrcose tcstirrg. ln sonre cases, hy-
pcrgly<rrmiir lras rcsolvcd whcn thc atypical arrtipsychol,ic
rvirs tliscorrl.inucrl; lrowcvcr, sonrc pal,icnts rcquircd conl,in-
rrlt.iorr of:rn ti -d i al)ctic l,rca Lmcnt deslri l,c disconti nrration of
I lrc srs|)ccl rlruE.
Neuroleptic Malignant Syndrome (NMS)
A pol.cnt,ia llv {al.al svntpl,onr <rrmplcx strnrelimes rc[crrcd to
rs Ncurolcpl,ic N'lalign:rnt Syttdronrc (NMS) has lxrcn rc-
portcrl irr irss(lcirl,i(,tr rvitlr arrtipsychotic drugs. Clinicnl
rnanilcsl,rrl ions of NMti arc lrypcrpyrexia, muscle rigidi[,y,
;rll,crcd nrctr I.r I stal.us irtrd evidcncc o[auLonornic irrstability
tirrcgrrlirr pulst' or lrltrrd Prcssurc, l.achycarrlia, diaphorc-
sis, irrrrl crrrdiac tlysrhytlrrlias).
'l'hc rliagrrost ic cvaluatiorr ofpltitrttts u'illr I lris syttdromc is
trrnrplir:atul. lrr arrivittg at a di:rgtrtnis, it i5 inrpotl,ant to
irhrrrtil'y cases u'herc t.hc clirricnl prcsctrLltirn includes lxrtlr
st'riotrs nrcrlital illncss (c.g., pnctttrronia, systcmic infec-

liorr, cl,c. ) arrd rrrl,rcalcrl or inadtxlrratclv trcalcd llxtrapy-
rarnirlal signs anrl synrpttrms (DI'S). Other itnportont con-
srdctllions in thc rliflcrcntirl diagnosis include ccnLrrl
arrl,icholirrcrric toxicitv. lreat stroke, drug levcr and pri-
nrarJ conl,ral ncrvotrs sysl,ern (CNS) pal,hobgy.
'l'hc nrirrrirgcnrcnt of NI\'lS should includc I ) imnrediate dis-
continurrt,ion of antipsychotic drugs and othcr tlrtrgs not
csscnl,ial kr c(,ncurrenl, lhcrap.y, 2) intensive sympl,onratic
l rr,;rl rlclrt iur(l nr(,rlrc;tl tnrrtilrtring, atrd :| ) l rcatmcnl,of any
q)lconritanl, scrious mcdical problems for whiclr specific
lr{rirt.nront.s trc lvailitblc. 'l'lrcrc is tto gctler;rl agrerlntcnt
llxrul, slxrcilic phlrnritcolrrgicnl trcatnrenl r(!gitn('tts ldrun-
conrplical.trl NNIS
I I rr prr t.icrrl, rrprires arrlipsycltotic tlrug l,rcillnrotrt s[l,cr re-
covcry lirrrrr NMS, t.hc pol,crrtial rcinl,rrxluclion o[ drug
Llrrrrrpy shoulrl Irc clrrfully ct'nsidcrctl.'l'he pal,icnt shorrl<l

bc carcfully nroniloretl, sirlcc rccurtcnces of NMS havc
lxr:rr rcportctl.
'l'herc havc lreen severirl reported cases ofNMS in patients
rr:n:ivirrg (ll,OZAtttL alonc or in combinal,ion with lithium
r,r otlrcr CNS-aetive ilgcnl,s.
Tardive Dyskinesia '
A syntlronre corrsisl,irrg of polcntially irevcmible, involnn-
t.ary, tlyskirrcl,ic movcmcn{,s nrav develop in paticnl^s
lrcaterl wit.h ant.ipsychot.ic drugs. Altlrouglr l,he prcvalence
of Lhc svrrrlrotnc .rl)ltcars t(t lrc higlrest atnorrg t'hc elderly,
especiallv oltlerl.y rvomotr, iL is inrpossiblc to relv upon prev-
alerrce estinratcs to Dredicl., at tlre irrcr:ption of l,roal,mcnt,
which pnticnl-s arc likely to devclop the syrtdronte.
'l'hctc arc scverll rclsons for ptedicting that CLOZARIL
nrlv hr: rlillcrcrrt frorn otlrcr antipsyclxrtic dnrl3s in its po-

{.enLial ftrr inducing tardivc dyskinesia, including l,hc prc'
clinirll lin(ling lhat it hns 0 rclitttv(rly wenk doptrminc'
hlocli ins r,lloct nnd l,hc clinicnl finding ofa vit'lual nlxcnce
of ct,rl.lirr rcrte cxl,rapwanridal syrnptoms, o.g., dvstonin,
r\ lcrv crsr:s of tr rdivc dyskincsia havc lrcen rcported in pa-
t icn l"s on Cl,OZAIl.l[, who had lrcen prcViously trcatcd with
other anl,ipsychotic agents, so that a causal relationship
cannol, bc cstablislrcd. Tlrcrc have been no reporLs of tar-
rlivc tiyskirrcsia directly al,l,ribul,ablo to CI,O7,ARIl, alonc.
Ncvt:rl.hclcss, it cannol, bc conclrtrled, withouI ntore
t'xlrrrdcrl t xprrrienco. Lhat. CII)ZAltll, is incnpnblc of in-
drrcing I lris syndrurre.
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